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Reactive oxygen species (ROS) 
36
Chronically instrumented swine were studied at rest and during exercise before and after 
40
In normal swine, MPG resulted in coronary vasodilation as evidenced by an increased coronary 41 venous O 2 tension, and trends towards increased coronary venous O 2 saturation and decreased myocardial 42 O 2 extraction. These effects were not altered by prior inhibition of eNOS. In MI swine, MPG showed a 43 significant vasodilator effect, which surprisingly, was abolished by prior inhibition of eNOS. Moreover, 44 eNOS dimer/monomer ratio was decreased after MI, reflecting eNOS uncoupling.
45
In conclusion, ROS exert a small coronary vasoconstrictor influence in normal swine, which does 46 not involve scavenging of NO. This vasoconstrictor influence of ROS is slightly enhanced after MI. Since
inhibition of eNOS abolished rather than augmented the vasoconstrictor influence of ROS in swine with
Introduction
52
Nitric oxide (NO) and superoxide (O 2˙-) are key players in cellular nitroso-redox balance and are required 53 for normal vascular homeostasis. The importance of the nitroso-redox balance in the cardiovascular 54 system is underlined by studies that show that oxidative stress, i.e. a disturbance of the nitroso-redox 55 balance contributes to the pathogenesis of diabetes, hypertension and atherosclerosis (1, 16, 38, 49, 50, 56 66) . Although several studies have shown that oxidative stress is increased after a myocardial infarction 57 (MI) , even in the remote myocardium (7, 9) , and that the increased oxidative stress contributes to 58 endothelial dysfunction in isolated large coronary arteries (6), the influence of the increased oxidative 59 stress on the coronary microvasculature in the remote myocardium after MI in vivo has not been 60 investigated to date.
61
Under normal, physiological, conditions O 2˙-is enzymatically produced by a variety of oxidases,
62
including xanthine oxidase and NADPH oxidase and as a byproduct of oxidative phosphorylation in the 63 mitochondria, which is presumed to be the major source of O 2˙-production (18, 67 compared to normal swine, while the increase in heart rate was maintained ( Figure 1 , Table 1 ).
Scavenging of ROS through administration of MPG had little effect on LV function in either 195
normal or MI swine as LV systolic pressure (Figure 1 ), left atrial pressure (Table 1) accompanied by an increase in heart rate in normal swine, while stroke volume was slightly reduced 199 (Table 1) , resulting in an unaltered cardiac output. In swine with MI, both heart rate and stroke volume baroreflex mediated, decrease in heart rate and cardiac output, as stroke volume was not altered (Table 1) .
207
The effects of eNOS inhibition were similar in normal swine and swine with MI.
208
In the presence of LNNA, ROS scavenging with MPG resulted in a small but significant increase 
